Serotonin is critical for shaping the development of neural circuits regulating emotion. Pet-1 (FEV-1) is an 27 ETS-domain transcription factor essential for differentiation and forebrain targeting of serotonin neurons.
The serotonin (5-hydroxytryptamine) neurotransmitter system plays EtOH (Boyce-Rustay et al., 2006; Daws et al., 2006 ). Therefore we 189 tested mice on measures of acute intoxication (ataxia, hypothermia, 190 sedation/hypnosis in that order, each separated by a week). See
191
Supplemental materials for full details.
192

Dendritic morphology
193
In a separate set of behaviorally naïve mice, dendritic morphology of 194 neurons in BLA and PL was assessed using a modification of Glaser and 195 Van der Loos' (1981) Golgi stain as described previously (e.g., Mozhui et al., 2010) . were assessed using a Sholl analysis (Larkman, 1991) Fig. 1 . Time line of behavioral testing in WT and Pet-1 KO mice. Testing was conducted with the putatively more stressful tests later in the sequence. Seven days elapsed between tests, except for the intervals between Pavlovian fear conditioning and home cage activity (14 days) and between home cage activity and forced swim test (2 days). There was then an interval of 4 weeks before commencing the EtOH test battery. t1:12 MASQ, Mood and Anxiety Symptom Questionnaire; AA, anxious arousal; AD, anhedonic depression; GDA, general distress-anxiety; GDD, general distress-depression. t1:13 AG: generalized anxiety disorder (n = 2); alcohol dependence (n = 2); alcohol abuse (n = 1); alcohol dependence and comorbid marijuana abuse (n = 1); marijuana dependence and t1:14 comorbid alcohol abuse (n = 1); borderline personality disorder and comorbid bipolar II, alcohol abuse, and marijuana abuse (n = 1). a GG: marijuana abuse (n = 1); alcohol abuse (n = 2). t1:15 Sheehan et al., 1998) (Do et al., 2011; Eriksson et al., 2010; Tung et al., 2011 anxiety (Spielberger et al., 1983) .
316
Amygdala reactivity paradigm
317
The experimental fMRI paradigm consists of 4 blocks of a face- with the first shock, but was significantly higher in Pet-1 KO mice than
424
WT controls during the second and third tone exposures (Fig. 3) .
425
There was a genotype × trial interaction for freezing during fear 
442
In PL, there was no effect of genotype on average apical or basilar . Increased acquisition and maintenance of fear in Pet-1 KO mice. Pet-1 KO mice and WT controls did not differ at baseline (trial 0), but Pet-1 KO mice showed higher freezing than WT controls on the second and third tone exposures during conditioning. Freezing was higher in Pet-1 KO mice than WT controls during initial fear retrieval and all extinction trial-blocks except the last two. During extinction retrieval, freezing was again higher in Pet-1 KO mice than WT controls. n = 22-24 per genotype. Data are Means ± SEM. *p b .05 vs. WT.
Pet-1 KO shows normal anxiety-related behaviors and responses to 
460
There was no effect of genotype on immobility in the forced swim 461 test (Supplementary Fig. S2A ). There was a significant overall increase (Supplementary Fig. S3C ).
481
Pet-1 KO shows normal responses to acute EtOH challenge
482
There was no effect of genotype on delta latency to fall from the 483 accelerating rotarod following EtOH injection ( Supplementary Fig. S4A ).
484
EtOH produced a clear hypothermic response but this did not differ 485 between genotypes (Supplementary Fig. S4B ). Sleep time responses 486 were also similar across genotypes ( Supplementary Fig. S4C ).
487
Human PET-1 gene variation predicts amygdala reactivity to threat
488
The imaging task robustly recruited bilateral basolateral and 489 centromedial amygdala reactivity (Fig. 6) trauma reminders, even after exposure therapy (Bradley et al., 2005; 536 Felmingham and Bryant, 2012; Milad et al., 2009 ).
537
These findings are also reminiscent of the phenotype in other mouse 538 models of constitutive serotonin loss (Fernandez and Gaspar, 2012) . For 539 instance, mutants with deletion of Lmx1b in the raphé nuclei exhibited 540 increased acquisition and expression of conditioned contextual fear,
541
although extinction was not tested (Dai et al., 2008) . This convergence 542 of findings across mouse models supports strong penetrance of effects 543 of constitutive serotonin loss on fear behavior.
544
Amygdala dendritic hypertrophy in PET-1 KO mice
545
Pet-1 KO mice had significant expansion of BLA dendritic arbors.
546
Although we did not detect abnormalities in PL dendritic morphology, 
575
Phenotypic specificity and genetic background modification
576
The fear phenotype in the Pet-1 KO mice was not associated with 577 alterations in other anxiety-or stress-related phenotypes. This is 
consistent with recent analysis of Pet-1 KO mice in these same anxiety-579 related assays and forced swim test (Schaefer et al., 2009 mice fed a tryptophan-deficient diet (Browne et al., 2012) . In the pres-588 ent study as well as those cited above, mice underwent batteries of 589 tests related to anxiety, stress, and emotional regulation; thus, it is pos-590 sible that the effects of the stressors inherent in these tests differ across 591 genotypes. Such an interaction could contribute to the discrepancies 592 seen across studies in which both the specific tests used and the order 593 in which they were given may vary (Browne et al., 2012; Fernandez 594 and Gaspar, 2012).
595
On the other hand, genetic background may underlie variability in 596 mutant anxiety-related phenotypes across studies (Crusio et al., 2009; 597 Fernandez and Gaspar, 2012; Holmes and Hariri, 2003 Pet-1 KO on anxiety-like behavior is likely related to other factors.
603
Given the importance of the serotonin system in modulating sensitivity 604 to stress, one such factor could be variation in stress levels related to 605 prior test history and local testing and housing conditions. This would 606 echo other findings in mutants with altered serotonin function (e.g.,
607
TPH1 and Tph2 deletion, (Beaulieu et al., 2008) (e.g., 5-HTTLPR) and environmental triggers (e.g., childhood trauma).
691
Our data provide novel, convergent evidence of the consequences of Graybeal, C., Martin, K.P., Camp, M., Fitzgerald, P.J., Ciobanu, D.C., Sprengel, R., ences in stress reactivity and fear learning. Neuropsychopharmacology 33,
